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CELORPYRIFOS Registration Standard - Revision to Excluc
TCP Metabolite from Existing Tolerances; Identifying N«
3F2884; Record No. 233507; HED Project No. 9-0196:
Caswell No. 219AA.
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CHLORPYRIFOS tolerances included the,parent, compound
(CHLORPYRIFOS) as well as the metakolite 3,5,5-trichlor
2-pyridinol (TCP). The Registrant has submitted animal
data for TCP in anticipation of reregisteyiny,
CHLORPYRIFOS to exclude the metabolite in che calculatic
of the tolerances. S
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comparison of the data for CHLORPYRIFOS and 'TCP is
tabulated below:

Parameter

CHLORPYRIFOS
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Oral-iD50 Mice

“=62 ma/kg

M=380 (333-433)mg/kg
F=415 (367-469)mg/kg
flacid paralysis,dyspnea -

Oral L.D50 Rats

M=163 (97-276)mg/kg
F=137 (97-188)mg/kq

M=794 (709-889)mg/kg

F=870 (758-1009)mg/kg
flacid.paralysis,dyspnea
slight salivation '

90-Dav Rat
Feeding
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| None Required

Doses: 10,30,100 mg/ka
NOEL = 30; LEL = 100
apparent increase liver {
and kidney weights

Chronic Dog

— —

2-Year; doses:0.01,0.03,
0.1,1.0,3.0 mg/kg;
increase liver weight
3.0; ChE HNOELs: plasma=
0.01, RBC=0.1, Brain=1.0

l-Year; doses:3,12,48
mg/kg; NOEL=3; LEL=12;
decrease in BW gain at
12 & 48; szlk. phos. &
ALT elevated M at 48 &
F at 12 & 438

Oncogenic Mice
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Tox./Oncoge€nic
Rat

Doses:0.5,5.0,15.0 ppm
(0.075,0.75,2.25 mg/kg

No systemic or oncogenic
effects

— s o i

Not Performed

Awaiting Report

Teratology Rat

Teratology
Mouse/Rabbit

Not Performed

Doses:0.1,3.0,15.0 mg/kg
Maternal NOEL=0.l1,LEL=
3.0 (ChE inhibition);
Developmental NOEL=>15

------

Doseszsp;loo,lsﬁ mg/kg
Maternal NOFL=50, LEL=

100 ‘(dé¢rease.BW gain);
Develcpmenta NOEL >150

Mouse

Doses:1,10,25 mg/kg

At 25, increase in
maternal deaths &
incidence of minor
skeletal variations as
well as decrease in
fetal length; additional
dose levels of 6.1,1.0,
10 mg/kg for ChE NOEL
plasma & RBC= 0.1.

Doses:25,100,250 mg/kg
Maternal NOEL=100, LEL=
250 (BW loss, during
dosing); Developmental
NOEL=25, LEL=100 (incr.
# fetuses & litters with
hydrocephaly or hydro-
cephaly/dilated ventri-
cles increased in 100 &
250 aroups.
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Oral LDS0, chronic dog and rat teratology data appear 'to
indicate that TCP is less "toxic" (at least 1/4 - 1/6) than the
parent compound, CHLORPYRIFOS. Cholinesterase inhibition signs were
evident in the CHLORPYRIFOS studies, but not in the studies

performed with TCP. The metabolite, TCP, is not an organophosphate
chemical. .
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